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unstable when stored for longer periods of time in the presence of water and at the same time sensitive to heating, is disclosed as well. 



FOR THE PURPOSES OF INFORMATION ONLY 
Codes used to identify States party to the PCT on the front pages of pamphlets publishing international applications under the PCT. 



AL 


Albania 


ES 


Spain 


LS 


Lesotho 


SI 


Slovenia 


AM 


Armenia 


FI 


Finland 


LT 


Lithuania 


SK 


Slovakia 


AT 


Austria 


FR 


France 


LU 


Luxembourg 


SN 


Senegal 


AU 


Australia 


GA 


Gabon 


LV 


Latvia 


sz 


Swaziland 


AZ 


Azerbaijan 


GB 


United Kingdom 


MC 


Monaco 


TD 


Chad 


BA 


Bosnia and Herzegovina 


GE 


Georgia 


MD 


Republic of Moldova 


TG 


Togo 


BB 


Barbados 


GH 


Ghana 


MG 


Madagascar 


TJ 


Tajikistan 


BE 


Belgium 


GN 


Guinea 


MK 


The former Yugoslav 


TM 


Turkmenistan 


BF 


Burkina Faso 


GR 


Greece 




Republic of Macedonia 


TR 


Turkey 


BG 


Bulgaria 


HU 


Hungary 


ML 


Mali 


TT 


Trinidad and Tobago 


BJ 


Benin 


IE 


Ireland 


MN 


Mongolia 


UA 


Ukraine 


BR 


Brazil 


IL 


Israel 


MR 


Mauritania 


UG 


Uganda 


BY 


Belarus 


IS 


Iceland 


MW 


Malawi 


US 


United States of America 


CA 


Canada 


IT 


Italy 


MX 


Mexico 


UZ 


Uzbekistan 


CF 


Central African Republic 


JP 


Japan 


NE 


Niger 


VN 


Viet Nam 


CG 


Congo 


KE 


Kenya 


NL 


Netherlands 


YU 


Yugoslavia 


CH 


Switzerland 


KG 


Kyrgyzstan 


NO 


Norway 


zw 


Zimbabwe 


CI 


C6te d'lvoire 


KP 


Democratic People's 


NZ 


New Zealand 






CM 


Cameroon 




Republic of Korea 


PL 


Poland 






CN 


China 


KR 


Republic of Korea 


PT 


Portugal 






CU 


Cuba 


KZ 


Kazakstan 


RO 


Romania 






CZ 


Czech Republic 


LC 


Saint Lucia 


RU 


Russian Federation 






DE 


Germany 


LI 


Liechtenstein 


SD 


Sudan 






DK 


Denmark 


LK 


Sri Lanka 


SE 


Sweden 






EE 


Estonia 


LR 


Liberia 


SG 


Singapore 







WO 99/03453 



PCT/SI98/00014 



1 

NOVEL PHARMACEUTICAL FORMULATION WITH CONTROLLED RELEASE 
OF ACTIVE SUBSTANCES 

Technical Field 

(A61K 31/44, A61K 45/06, A61K 9/20, A61K 9/48) 

The invention belongs to the field of pharmaceutical industry and relates to a novel 
medicinal formulation with controlled release of active substances on the basis of 
anhydrous granulation of the active substances and dried pharmaceutically acceptable 
auxiliary substances. By the invention a technologically simple manufacture of a 
stable pharmaceutical formulation with controlled release of active substances is made 
possible. 

More specifically, the invention relates to a novel pharmaceutical formulation with 
controlled release of active substances that are unstable in acidic medium, unstable 
when stored for longer periods of time in the presence of water and at the same time 
sensitive to heating. Further, the invention relates to a novel method of stabilization of 
such unstable active substances and to a process for the preparation of the novel 
pharmaceutical formulation of such unstable active substances. 

Technical Problem 

There exists a constant need for developing pharmaceutical formulations wherein in a 
technologically simple way there would be achieved a good stability of active 
substances that are unstable in acidic medium, unstable when stored for longer periods 
of time in the presence of water and at the same time sensitive to heating. For the 
manufacture of hitherto known pharmaceutical formulations containing such active 
substances, technological processes have been used, wherein also water, wherein such 
active substances are not stable, has been used as a solvent and therefore the required 
stability has been achieved especially by the addition of basic substances to the active 
substance or by using the active substance in the form of a salt thereof Namely, basic 
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substances create a basic pH in the environment of the active substance, whereat such 
active substances are more stable. 

Prior Art 

The first literature data upon stabilization of active substances that are unstable in 
acidic medium, unstable when stored for longer periods of time in the presence of 
water and at the same time sensitive to heating, relate to the transformation of such 
active substances to salts thereof, e.g. the transformation of omeprazol which is a 
substance unstable in acidic medium, to different salts of omeprazol is disclosed in 
EP-A- 124495. A pharmaceutical formulation with a magnesium salt of omeprazol is 
disclosed in WO 95/01783 and in WO 96/01622. 

The use of basic inorganic salts of magnesium and/or calcium for stabilization of 
benzimidazoles is disclosed in EP-A-237200. A stable pharmaceutical formulation is 
prepared by a homogenous blending of the active substance with basic inorganic salts 
of magnesium and/or calcium and pharmaceutically acceptable auxiliary substances. 
The obtained granules, pellets or tablets are then coated with a gastro-resistant 
coating. 

The stabilization of omeprazol as disclosed in EP-A-247983 is achieved by means of a 
pharmaceutical formulation, wherein the active substance or a salt thereof is blended 
with different alkaline substances in the core and thereon one or more intermediate 
coatings are applied, followed by a gastro-resistant coating. The stabilization of active 
substances that are unstable in acidic medium by adding different alkaline compounds 
is disclosed in several patent applications, e.g. in WO 94/02140 the addition of a 
coprecipitate Al(OH) 3 -NaHC0 3 is disclosed, in US 5232706 the addition of different 
alkaline compounds is disclosed and in EP-A-5 19365 there is disclosed a pharma- 
ceutical formulation with pantoprazol, which is a substance unstable in acidic 
medium, and with alkaline compounds in the core. Additionally, the stability at 
prolonged storage is enhanced with the addition of Ti0 2 to the core with omeprazol 
(WO 96/37195). 
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The formation of a complex of active substances unstable in an acidic medium, with 
cyclodextrins in an alkaline solution is disclosed in US 5399700. The stabilization is 
achieved by incorporating a particular molecule of the active substance into a 
cyclodextrin molecule. Similarly, in WO 96/38175 the incorporating of molecules of 
benzimidazole derivatives into branched derivatives of cyclodextrin-carboxylic acid is 
disclosed. 

In WO 93/25204 there is disclosed a stable pharmaceutical formulation of omeprazol 
microgranules containing a neutral core of sugar and starch, onto which core a layer of 
omeprazol and mannitol in equal quantities is applied. Similar pharmaceutical 
formulation for benzimidazole derivatives is also disclosed in WO 96/23500 and WO 
97/12581. In a pharmaceutical formulation, disclosed in WO 97/12581, in an aqueous 
suspension a layer of omeprazol and hydroxypropylmethylcellulose is applied to inert 
cores of lactose. Other technologies of spraying an active substance onto inert cores 
are known as well (US 5246714, EP-A-5 19144). 

The Inventive Solution 

The basic object of the invention is an improved stability of active substances that are 
unstable in acidic medium, unstable when stored for longer periods of time in the 
presence of water and at the same time sensitive to heating. This object is achieved by 
anhydrous granulation of the active substances and of dried pharmaceutically 
acceptable auxiliary substances for the preparation of pellet cores or granules. Pellet 
cores or granules thus prepared may under addition of dried pharmaceutically 
acceptable auxiliary substances be compressed into tablets, which are in the further 
procedure coated with a gastro-resistant coating. Between the tablet and the gastro- 
resistant coating one or more intermediate coatings may be optionally applied. 
Alternatively, the pellet cores or granules prepared by anhydrous granulation may be 
coated with a gastro-resistant coating and then filled into capsules, bags or 
compressed into tablets under the addition of dried pharmaceutically acceptable 
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auxiliary substances. Between the pellet core or granules and a gastro-resistant coating 
one or more intermediate coatings may be optionally applied. 

The object of the invention is a method for stabilizing active substances that are 
unstable in acidic medium, unstable when stored for longer periods of time in the 
presence of water and at the same time sensitive to heating, by means of anhydrous 
granulation of active substances and dried pharmaceutically acceptable auxiliary 
substances for the preparation of pellet cores or granules. 

In active substances that are unstable in the presence of water, stability at prolonged 
storage is a special problem. Hitherto known technological processes for the 
preparation of pharmaceutical formulations with controlled release of active 
substances are based upon the use of water or a mixture of water and organic solvents 
for the granulation of active substances and pharmaceutically acceptable auxiliary 
substances. During the process of drying the pellet cores or granules, water and other 
solvents are removed by heating. However, a complete removal of water from a 
pharmaceutical formulation is not possible according to hitherto known and disclosed 
processes. In active substances that are unstable when stored for longer periods of 
time in the presence of water and at the same time sensitive to heating, a prolonged 
heating when drying should be avoided, which makes the removal of water even more 
difficult. Thus it was the basic object of the invention to prepare such a pharma- 
ceutical formulation that will contain less than 1% water, preferably less than 0.5% 
water, and to use such a technological process which will use anhydrous medium in 
all steps of the process for the preparation of the pharmaceutical formulation, which 
applies to the process of granulation of active substances and pharmaceutically 
acceptable auxiliary substances as well as to the process of the optional application of 
an intermediate coating and to the process of the application of a gastro-resistant 
coating. At the same time, all pharmaceutically acceptable auxiliary substances used 
are dried before use, so that their weight loss at drying is less than 1.0% of the total 
weight of the pharmaceutical auxiliary substance, preferably less than 0.5%. 
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The unstability of active substances in an acidic medium is especially problematic 
after a peroral application of active substances, which decompose in an acidic gastric 
medium even before the systemic absorption. Thus the pharmaceutical formulation 
with such active substance should be prepared in such a way that it inhibits the 
dissolving of the active substance in the acidic gastric medium, but allows the 
dissolving of the active substance in the small intestine. This is achieved in such a way 
that onto the core with the active substance a gastro-resistant coating is applied, which 
protects the active substance against the acidic gastric medium, but is dissolved in the 
small intestine and thus a dissolution and systemic absorption of the active substance 
from the small intestine is made possible. Due to the acidity of the pharmaceutically 
acceptable auxiliary substances forming the gastro-resistant coating, a direct 
application of such compounds onto the pellet core with the active substance is 
problematic for two reasons. Because of a direct contact between the active substance 
that is unstable in an acidic medium and the acidic pharmaceutically acceptable 
auxiliary substance in the gastro-resistant coating, this gastro-resistant coating may 
cause the decomposition of the active substance during the storage of the pharma- 
ceutical formulation. Secondly, after the peroral application of a pharmaceutical 
formulation with such active substance, a diffusion of water into the pellet core may 
occur in the stomach, the active substance in the core being stabilized with an alkaline 
substance. Due to the alkaline medium thus formed in the pellet core, the gastro- 
resistant coating is dissolved already in the acidic gastric medium and the active 
substance is caused to decompose. Therefore hitherto known pharmaceutical 
formulations with controlled release of active substances that are unstable in an acidic 
medium have one or more intermediate coatings incorporated between the pellet core 
and the gastro-resistant coating, which coatings enhance the stability of the active 
substance during storage and after peroral application. Since the stabilization method 
of the novel pharmaceutical formulation according to the invention is not based upon 
stabilizing the active substance with alkaline substances, but upon stabilization via an 
anhydrous granulation of the active substances and dried pharmaceutically acceptable 
auxiliary substances, it is not necessary to use an intermediate coating between the 
pellet core and the gastro-resistant coating to provide the required stability of the 
active substance. 
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It has been surprisingly found that anhydrous granulation of active substances and 
dried pharmaceutically acceptable auxiliary substances in the preparation of pellet 
cores or granules substantially enhances the stability of active substances that are 
unstable in acidic medium, unstable when stored for longer periods of time in the 
presence of water and at the same time sensitive to heating, over Prior Art processes 
wherein water is used as a solvent. Organic solvents used in the process for the 
preparation of the novel pharmaceutical formulation with controlled release of active 
substances have lower boiling points than water and may be thus much easier removed 
from the pellet cores or granules. Because of the use of anhydrous granulation in the 
preparation of the novel pharmaceutical formulation according to the invention and 
due to an effective removal of solvents from the pharmaceutical formulation, no such 
medium is present which could transfer H 3 0 + ions between the pellet core with the 
active substance and the gastro-resistant coating. This is another reason that no 
intermediate coating to provide the required stability at prolonged storage is 
necessary. Since the present invention does not employ the manner of stabilizing 
active substances by adding alkaline substances, there is also no risk of the dissolution 
of the gastro-resistant coating after peroral application as described above. 

Because of the use of a process of anhydrous granulation of active substances and 
dried pharmaceutically acceptable auxiliary substances in the preparation of pellet 
cores, granules or tablets, the cores thus prepared are porous. Therefore between the 
core and the gastro-resistant coating one or more intermediate coatings may be 
optionally applied in order to cover the irregularities on the core surface and to reduce 
the necessary amount of the gastro-resistant coating. 

Further, the invention relates to a novel pharmaceutical formulation with controlled 
release of active substances that are unstable in acidic medium, unstable when stored 
for longer periods of time in the presence of water and at the same time sensitive to 
heating, and of a combination of such active substances with other active substances. 
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A novel pharmaceutical formulation with controlled release of active substances 
according to the invention consists of a core and a gastro-resistant coating and 
between the core and the gastro-resistant coating one or more intermediate coatings 
may be optionally applied. Pellet cores or granules or tablets represent the core of the 
novel pharmaceutical formulation according to the invention. 

The core of the novel pharmaceutical formulation with controlled release of active 
substances according to the invention contains active substances, a binder soluble in 
organic solvents, a cellulose ether, a surfactant and other common pharmaceutical^ 
acceptable auxiliary substances used in the preparation of solid pharmaceutical 
formulations such as fillers, disintegrators, swelling agents, glidants. Pharmaceutically 
acceptable auxiliary substances used are dried before use, so that their weight loss 
after drying is less than 1.0%, preferably less than 0.5 % of the total weight of the 
individual pharmaceutical auxiliary substance. 

The novel pharmaceutical formulation with controlled release of active substances 
according to the invention may contain different active substances in an amount in the 
range from 0. 1 to 95.0 wt.%, preferably from 0.5 to 80.0 wt.% with regard to the total 
weight of the core of the novel pharmaceutical formulation according to the invention. 
As active substances in the novel pharmaceutical formulation with controlled release 
of the active substance there may be used different active substances acting as 
analgesics, anticonvulsants, antiparkinsonics, anaestetics, antibiotics, antimalarial 
agents, antihypertensives, antihistamines, antipyretics, alpha-blockers, alpha- 
adrenergic agonists, bactericides, bronchial dilators, beta-adrenergic stimulants, beta- 
adrenergic blockers, enzymes, contraceptives, cardiovascular active substances, 
calcium channel inhibitors, proton pump inhibitors, diuretics, hypnotics, hormones, 
hyperglycemics, hypoglycemics, muscle relaxants and contractors, parasympatho- 
mimetics, sedatives, sympathomimetics, tranquillizers, antimigraine agents, vitamins 
and any combinations thereof. 

The novel pharmaceutical formulation with controlled release of active substances is 
especially suitable for benzimidazole derivatives such as lansoprazol, timoprazol, 
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omeprazol, pantoprazol, leminoprazol, pariprazol, E-3810, S-4216, which are well 
known proton pump inhibitors, for pharmaceutically acceptable salts thereof, their 
optically active isomers and optically active isomers of the salts thereof 

The binder soluble in organic solvents, which is incorporated into the core of the 
pharmaceutical formulation according to the invention, makes possible an anhydrous 
granulation of the active substances and dried pharmaceutically acceptable auxiliary 
substances and acts as a binder in the preparation of pellet cores or granules. The 
solubility of the binder in organic solvents is essential for the preparation of pellet 
cores or granules according to the process of anhydrous granulation of active 
substances and dried pharmaceutically acceptable auxiliary substances. As an example 
of a binder soluble in organic solvents, there can be used the polymer polyvinyl 
pyrrolidone with the K-value (the relative viscosity of a compound in an aqueous 
solution with respect to water) in the range from 10 to 95, preferably in the range from 
24 to 32, having an average molecular weight in the range from 2000 g/mole to 
1 100000 g/mole, preferably in the range from 25000 g/mole to 50000 g/mole. The 
binder soluble in organic solvents is present in the core of the novel pharmaceutical 
formulation according to the invention in an amount from 1 to 30 wt.%, preferably 
from 2 to 15 wt.% with regard to the total core weight. The used binder soluble in 
organic solvents is dried before use so that its weight loss at drying is less than 1.0%, 
preferably less than 0.5%. 

The cellulose ether in the core of the novel pharmaceutical formulation according to 
the invention acts as a binder and at the same time as a disintegrator. As the cellulose 
ether there can be used methyl cellulose, ethyl cellulose, hydroxyethyl cellulose, 
propyl cellulose, hydroxypropyl cellulose, lower-substituted hydroxypropyl cellulose, 
hydroxypropylmethyl cellulose, carboxymethyl cellulose, preferably lower-substituted 
hydroxypropyl cellulose having the content of hydroxypropoxy groups in the range of 
from 5 to 16%. The cellulose ether is present in the core of the novel pharmaceutical 
formulation according to the invention in an amount from 2 to 60 wt.%, preferably 
from 5 to 30 wt.% with regard to the total core weight. The cellulose ether used is 
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dried before use so that its weight loss at drying is less than 1.0%, preferably less than 
0.5%. 

The surfactant added into the core improves the wettability of the dried 
pharmaceutically acceptable auxiliary substances in the preparation of the novel 
pharmaceutical formulation according to the invention. The surfactant also improves 
the wettability, solubility and dissolution rate of the active substances after peroral 
application of the novel pharmaceutical formulation according to the invention. As the 
surfactant there may be used ionic surfactants such as sodium lauryl sulfat or non- 
ionic surfactants such as different types of poloxamers (copolymers of 
polyoxyethylene and polyoxypropylene), natural or synthetic lecitins as well as esters 
of sorbitan and fatty acids (such as Span® (Atlas Chemie)), esters of polyoxy- 
ethylenesorbitan and fatty acids (such as Polisorbates or Tween® (Atlas Chemie)), 
polyoxyethylated hydrogenated castor oils (such as Cremophor® (BASF)), 
polyoxyethylene stearates (such as Myrj® (Atlas Chemie)) or any combinations of the 
said surfactants. The surfactant is present in the core in an amount from 0.1 to 20.0 
wt.%, preferably from 0.2 to 10.0 wt.% with regard to the total core weight. The 
surfactant used is dried before use so that its weight loss after drying is less than 
1.0%, preferably less than 0.5%. 

The core of the novel pharmaceutical formulation with controlled release of active 
substances also contains other dried pharmaceutically acceptable auxiliary substances. 
The novel pharmaceutical formulation with controlled release of active substances 
may contain one or more fillers such as lactose, saccharose, glucose, starch, 
microcrystalline cellulose, mannitol, sorbitol, calcium hydrogen phosphate, aluminum 
silicate, sodium chloride and others, one or more binders such as starch, gelatine, 
polyvinyl pyrrolidone, cross-linked polyvinyl pyrrolidone, sodium alginate, micro- 
crystalline cellulose, carboxymethyl cellulose, lower substituted hydroxypropyl 
cellulose and others, one or more disintegrators such as starch, sodium cross-linked 
carboxymethyl cellulose, cross-linked polyvinyl pyrrolidone, sodium starch glycolate 
and others, one or more glidants such as polyethylene glycols of different molecular 
weights, magnesium stearate, calcium stearate, aluminium stearate, stearic acid, 
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palmitic acid, cetanol, stearol, talc and others, one or more lubricants such as stearic 
acid, magnesium stearate, calcium stearate, aluminum stearate, siliconized talc and 
others. Pharmaceutically acceptable auxiliary substances used are dried before use so 
that their weight loss at drying is less than 1.0%, preferably less than 0.5 % with 
regard to the total weight of a particular pharmaceutical auxiliary substance. 

The cores are coated with a gastro-resistant coating which prevents the release of the 
active substance in the acidic gastric medium and at the same time makes possible a 
controlled release of the active substance from the novel pharmaceutical form in the 
small intestine. The gastro-resistant coating consists of cellulose derivatives such as 
cellulose acetophthalate, hydroxypropylmethyl cellulose phthalate, copolymers of 
metacrylic acid, shellac, ethyl cellulose, hydroxypropylmethyl cellulose acetate 
succinate. Besides said polymers the gastro-resistant coating may additionally contain 
one or more plasticizers such as polyethylene glycols of different molecular weights, 
triethyl citrate, dibutyl sebacate, tributyl citrate, cetyl alcohol, olive oil or castor oil, 
monoglycerides and other common pharmaceutically acceptable auxiliary substances 
which are used in the preparation of gastro-resistant coatings such as talc, Polysorbate 
80, pigments and magnesium stearate. The amount of gastro-resistant coating applied 
is from 5 to 30 wt.% with regard to the total core weight. The used pharmaceutically 
acceptable auxiliary substances forming the gastro-resistant coating are dried before 
use so that their weight loss at drying is less than 1.0%, preferably less than 0.5% of 
the total weight of the individual pharmaceutical auxiliary substance. 

Between the core and the gastro-resistant coating one or more intermediate coatings 
may be optionally applied in order to cover irregularities on the surface of the cores 
that are porous due to the anhydrous granulation of active substances and dried 
pharmaceutically acceptable auxiliary substances. The intermediate coating consists of 
cellulose ether polymers soluble in organic solvents, such as hydroxypropylmethyl 
cellulose, hydroxypropyl cellulose, methyl cellulose, sodium carboxymethyl cellulose, 
ethyl cellulose, polivinyl pyrrolidones, vinyl pyrrolidone/vinyl acetate copolymer, 
polymetacrylates. The amount of the applied optional intermediate coating is from 0 to 
15 wt.% with regard to the total core weight. The used pharmaceutically acceptable 
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auxiliary substances forming the intermediate coating are dried before use so that their 
weight loss at drying is less than 1.0%, preferably less than 0.5% of the total weight of 
the individual pharmaceutical auxiliary substance. 

The novel pharmaceutical formulation with controlled release of active substances 
according to the invention may contain, besides the active substances in the core, 
additionally one or more antibiotics in an additional coating which is applied onto the 
gastro-resistant coating. Alternatively, one or more antibiotics in the form of powder, 
granules or pellets may be blended with the pellets of the novel pharmaceutical 
formulation according to the invention. The mixture thus obtained is filled into 
capsules or bags or compressed into tablets under the addition of dried 
pharmaceutically acceptable auxiliary substances. 

The disclosed combination of an active substance with antibiotics is used e.g. in 
patients with a confirmed infection with the bacterium Helicobacter pylori. The 
modern treatment of such infections is based upon a combination of a proton pump 
inhibitor and one or two antibiotics and/or chemotherapeutics. The antibiotic in the 
novel pharmaceutical formulation with controlled release in combination with a 
proton pump inhibitor ensures a high percentage of eradication of the bacterium 
Helicobacter pylori. As antibiotics all antibiotics acting upon gram negative bacteria 
may be used such as penicillins, ampicillin, amoxicillin, erythromycin, azithromycin, 
clarithromycin, gentamycin, cephalosporins, tetracyclines, ciprofloxacin, imipenem. 

Another object of the invention is a process for the preparation of the novel 
pharmaceutical formulation with controlled release of active substances that are 
unstable in acidic medium, unstable when stored for longer periods of time in the 
presence of water and at the same time sensitive to heating. 

The first step of the process for the preparation of the novel pharmaceutical 
formulation with controlled release of active substances is anhydrous granulation of 
an active substance and dried pharmaceutically acceptable auxiliary substances so that 
their weight loss at drying is less than 1.0%, preferably less than 0.5%. Organic 
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solvents used in the process of anhydrous granulation should contain less than 0.2% of 
water. The process of anhydrous granulation is carried out in such a way that a dried 
surfactant is dissolved in an organic solvent at room temperature and the obtained 
solution is sprayed in a fluidized bed granulator onto a homogenous powdery mixture 
containing active substances, a dried binder soluble in organic solvents, a dried 
cellulose ether and other dried pharmaceutically acceptable auxiliary substances. The 
organic solvents used for that purpose are selected from the group of alcohols, 
ketones, esters, ethers, aliphatic hydrocarbons, halogenated hydrocarbons, 
cycloaliphatic, aromatic, heterocyclic solvents and mixtures thereof. The plastic 
mixture obtained in the process of anhydrous granulation is formed into granules or 
pellet cores by common pharmaceutical technological processes such as extruding and 
spheronizing methods. The pellet cores or granules so formed are dried in a fluidized 
bed or in a chamber dryer at the temperature of inlet air from 35 to 45 °C until the 
weight loss at drying is less than 1.0 %, preferably less than 0.5% of the total weight 
of the pellet cores or granules. Under the addition of dried pharmaceutically 
acceptable auxiliary substances, dry pellet cores or granules may be compressed into 
tablets, which in further procedure are coated with a gastro-resistant coating. In view 
of the porosity of the tablets, also one or more intermediate coatings may be applied 
between the tablet and the gastro-resistant coating. Alternatively, pellet cores or 
granules prepared by means of anhydrous granulation may be coated with gastro- 
resistant coating and then filled into capsules or bags or compressed into tablets under 
addition of dried pharmaceutically acceptable auxiliary substances. In view of the 
porosity of pellet cores or granules, also one or more intermediate coatings may be 
applied between the pellet core or granule and the gastro-resistant coating. 

The gastro-resistant coating and the optional intermediate coating are prepared in such 
a way that dried polymers with the weight loss at drying of less than 1.0%, preferably 
less than 0.5%, are dissolved in organic solvents containing less than 0.2% water. As 
organic solvents ethanol, methanol, isopropanol, acetone, methylene chloride, carbon 
tetrachloride or a mixture thereof may be used. To the polymer solution thus formed 
also the remaining dried pharmaceutically acceptable auxiliary substances with the 
weight loss at drying of less than 1.0%, preferably less than 0.5%, such as plasticizers, 
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antiadhesives, fillers, wetting agents, pigments are added. The solution or suspension 
thus formed is sprayed onto cores in a fluidized bed granulator. 

After the completed process of coating with gastro-resistant coating and optionally 
with an intermediate coating, the pellets of the novel pharmaceutical formulation with 
controlled release of an active substance according to the invention are dried in a 
fluidized bed at the temperature of inlet air from 30 to 35°C until the weight loss at 
drying is less than 1.0%, preferably less than 0.5% of the total weight of pellets of the 
novel pharmaceutical formulation. 

By the method of stabilization of active substances on the principle of anhydrous 
granulation of active substances and dried pharmaceutically acceptable auxiliary 
substances in the preparation of the novel phamaceutical formulation according to the 
invention, the stability of active substances that are unstable in acidic medium, 
unstable when stored for longer periods of time in the presence of water and at the 
same time sensitive to heating, is essentially enhanced. The use of the process of 
anhydrous granulation makes possible the preparation of the novel pharmaceutical 
formulation according to the invention at lower temperatures and with shorter times of 
drying the granulate. In all steps of the process for the preparation of the novel 
pharmaceutical formulation according to the invention, all substances entering the 
process contain less than 1.0%, preferably less than 0.5% water. By the selection of 
solvents with a boiling point lower than the boiling point of water, the removal thereof 
under milder conditions and in a shorter time is made possible, which contributes to a 
better stability of active substances that are sensitive to heating. Because of the use of 
the process of anhydrous granulation, it is not necessary to apply an intermediate 
coating between the core with the active substance and the gastro-resistant coating in 
order to provide for the required stability of the active substance in the pharmaceutical 
formulation. Since a smaller number of auxiliary substances is present in the novel 
pharmaceutical formulation according to the invention, less strain is put on the 
organism. 
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The invention is illustrated by the following Examples, which in no way limit the 
scope thereof. 

Example 1 

Pellet cores: 

Composition for 1000 g of pellet cores; 



omeprazol 


100 g 


lower-substituted hydroxypropyl cellulose (13 to 16% of 


150 g 


hydroxypropoxy groups) 




microcrystalline cellulose 


150 g 


mannitol 


478 g 


sodium cross-linked carboxymethyl cellulose 


50 g 


polyvinyl pyrrolidone K 25 


70 g 


polyoxyethylated hydrogenated castor oil 


2g 



A series of 1000 g of pellet cores was prepared according to the following procedure: 
2 g of polyoxyethylated hydrogenated castor oil (Cremophor® RH 40) at room 
temperature were dissolved in 300 g of absolute ethanol. The obtained solution 
(302 g) was sprayed at room temperature in a fluidized bed granulator in a process of 
anhydrous granulation onto a previously prepared homogenous mixture of powdery 
components 100 g of omeprazol, 150 g of dried lower-substituted hydroxypropyl 
cellulose (L-HPC LH-20) (weight loss at drying 0.3%), 150 g of dried 
microcrystalline cellulose (weight loss at drying 0.4%), 478 g of dried mannitol 
(weight loss at drying 0.4%), 50 g of dried sodium cross-linked carboxymethyl 
cellulose (weight loss at drying 0.3%) and 70 g of dried polyvinyl pyrrolidone K 25 
(weight loss at drying 0.4%). The plastic mixture so prepared was extruded and then 
spheronized. The obtained pellet cores were dried in a fluidized bed or in a chamber 
dryer at the temperature of inlet air of from 35°C to 45 °C until the weight loss at 
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drying was less than 0.5% of the total weight of pellet cores. Thus 1000 g of pellet 
cores were obtained. 

Dissolution test (release rate) 

Apparatus: Apparatus 2 (USP 23), 100 rpm 
Medium: phosphate buffer pH = 6.8 
Temperature: 37°C 

Quantitative analysis: UV spectrophotometry ^=300 nm) 

Table 1 : The percentage of released omeprazol upon dissolution time 



Dissolution time 


The percentage of released 


(min) 


omeprazol 


10 


81.8 


20 


93.0 


30 


96.5 


40 


97.6 



It is evident from the above Table that omeprazol is released from the pellet cores 
according to the requirements for pharmaceutical formulations with controlled release 
of the active substance, which formulations must provide for a quick release of the 
active substance in the small intestine at pH value of 6.8. 
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Example 2 
Pellet cores: 

Composition for 1000 g of pellet cores: 



omeprazol 


100 g 


lower-substituted hydroxypropyl cellulose (13 to 16% of 


100 g 


hydroxypropoxy groups) 




microcrystalline cellulose 


100 g 


anhydrous lactose 


578 g 


sodium cross-linked carboxymethyl cellulose 


50 g 


polyvinyl pyrrolidone K 25 


70 g 


Polysorbate 80 


2g 



Pellet cores were prepared according to the same process as in Example 1 except that 
dried mannitol was replaced by dried anhydrous lactose (weight loss at drying 0.3%) 
and the surfactant polyoxyethylated hydrogenated castor oil (Cremophor® RH 40) 
was replaced by Polysorbate 80. 

Dissolution test (release rate) 

Apparatus: Apparatus 2 (USP 23), 100 rpm 
Medium: phosphate buffer pH = 6.8 
Temperature: 37°C 

Quantitative analysis: UV spectrophotometry (X de ,=300 nm) 
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Table 2: Percentage of released omeprazol upon dissolution time 



Dissolution time 


The percentage of released 


(min) 


omeprazol 


10 


92.3 


20 


96.5 


30 


96.4 


40 


96.2 



It is evident from the above Table that omeprazol is released from the pellet cores 
according to the requirements for pharmaceutical formulations with controlled release 
of the active substance, which formulations must provide for a quick release of the 
active substance in the small intestine at pH value of 6.8. 

Example 3 
Pellet cores: 

Composition for 1000 g of pellet cores: 



lansoprazol 


100 g 


microcrystalline cellulose 


200 g 


mannitol 


598 g 


sodium starch glycolate 


50 g 


polyvinyl pyrrolidone K 25 


50 g 


Polysorbate 80 


2g 



Pellet cores were prepared according to the same process as in Example 1 except that 
the active substance omeprazol was replaced by lansoprazol, the dried lower- 
substituted hydroxypropyl cellulose (L-HPC LH-20) was replaced by dried 
microcrystalline cellulose (weight loss at drying 0.3%), dried sodium cross-linked 
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carboxymethyl cellulose was replaced by dried sodium starch glycolate (Primojel) 
(weight loss at drying 0.4%) and the surfactant polyoxyethylated hydrogenated castor 
oil (Cremophor® RH 40) was replaced by Polysorbate 80. 

Dissolution test (release rate) 

Apparatus: Apparatus 2 (USP 23), 100 rpm 
Medium: phosphate buffer pH = 6.8 
Temperature: 37°C 

Quantitative analysis: UV spectrophotometry (A, det =300 nm) 
Table 3: Percentage of released lansoprazol upon dissolution time 



Dissolution time 


The percentage of released 


(min) 


lansoprazol 


10 


90.1 


20 


94.0 


30 


95.1 


40 


95.4 



It is evident from the above Table that lansoprazol is released from the pellet cores 
according to the requirements for pharmaceutical formulations with controlled release 
of the active substance, which formulations must provide for a quick release of the 
active substance in the small intestine at pH value of 6.8. 
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Example 4 
Pellet cores: 

Composition for 1000 g of pellet cores: 



omeprazol 


lOOg 


lower-substituted hydroxypropyl cellulose (13 to 16% of 


100 g 


hydroxypropoxy groups) 




microcrystalline cellulose 


100 g 


anhydrous lactose 


598 g 


sodium cross-linked carboxymethyl cellulose 


50 g 


polyvinyl pyrrolidone K 25 


50 g 


Polysorbate 80 


2g 



Pellet cores were prepared according to the same process as in Example 2 except that, 
a part of dried polyvinyl pyrrolidone K 25 was replaced by anhydrous dried lactose 
(weight loss at drying 0.3%). 

Dissolution test (release rate) 

Apparatus: Apparatus 2 (USP 23), 100 rpm 
Medium: phosphate buffer pH = 6.8 
Temperature: 37°C 

Quantitative analysis: UV spectrophotometry X del =300 nm) 
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Table 4: The percentage of released omeprazol upon dissolution time 



Dissolution time 


The percentage of released 


(nun) 


omeprazol 


10 


83.7 


20 


98.4 


30 


99.3 


40 


98.8 



It is evident from the above Table that omeprazol is released from the pellet cores 
according to the requirements for pharmaceutical formulations with controlled release 
of the active substance, which formulations must provide for a quick release of the 
active substance in the small intestine at pH value of 6.8. 

Example 5 
Pellet cores: 

Composition for 1000 g of pellet cores: 



omeprazol 


100 g 


lower-substituted hydroxypropyl cellulose "(13 to 16% of 


100 g 


hydroxypropoxy groups) 




microcrystalline cellulose 


100 g 


anhydrous lactose 


568 g 


sodium cross-linked carboxymethyl cellulose 


50 g 


polyvinyl pyrrolidone K 25 


50 g 


polyethylene glycol 6000 


30 g 


Polysorbate 80 


2g 
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Pellet cores were prepared according to the same process as in Example 4 except that 
into a homogenous powdery mixture of the active substance and dried auxiliary 
substances 30 g of dried polyethylene glycol 6000 (weight loss at drying 0.3%) were 
added. 

Dissolution test (release rate^l 

Apparatus: Apparatus 2 (USP 23), 100 lpm 
Medium: phosphate buffer pH = 6.8 
Temperature: 37°C 

Quantitative analysis: UV spectrophotometry ^ de ,=300 rnn) 

Table 5: The percentage of released omeprazol upon dissolution time 



Dissolution time 


The percentage of released 


(min) 


omeprazol 


10 


74.9 


20 


87.8 


30 


92.4 


40 


93.6 



It is evident from the above Table that omeprazol is released from the pellet cores 
according to the requirements for pharmaceutical formulations with controlled release 
of the active substance, which formulations must provide for a quick release of the 
active substance in the small intestine at pH value of 6.8. 
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Example 6 
Pellet cores: 

Composition for 1000 g of pellet cores: 



omeprazol 


100 g 


lower-substituted hydroxypropyl cellulose (13 to 16% of 


100 g 


hydroxypropoxy groups) 




microcrystalline cellulose 


100 g 


mannitol 


598 g 


sodium cross-linked carboxymethyl cellulose 


50 g 


polyvinyl pyrrolidone K 25 


50 g 


Polysorbate 80 


2g 



A series of 1000 g of pellet cores was prepared according to the following procedure: 
2 g of Polysorbate 80 at room temperature were dissolved in 300 g of absolute 
ethanol. The obtained solution (302 g) was sprayed at room temperature in a 
granulator in a process of anhydrous granulation onto a previously prepared 
homogenous mixture of powdery components 100 g of omeprazol, 100 g of dried 
lower-substituted hydroxyproyl cellulose (L-HPC LH-20) (weight loss at drying 
0.3%), 100 g of dried microcrystalline cellulose (weight loss at drying 0.4%), 598 g of 
dried mannitol (weight loss at drying 0.5%), 50 g of dried sodium cross-linked 
carboxymethyl cellulose (weight loss at drying 0.3%) and 50 g of dried polyvinyl 
pyrrolidone K 25 (weight loss at drying 0.4%). The plastic mass so prepared was 
extruded and then spheronized. The obtained pellet cores were dried in a fluidized bed 
or in a chamber dryer at the temperature of inlet air of from 35°C to 45°C until the 
weight loss at drying was less than 0.5% of the total weight of the pellet cores. Thus 
1000 g of pellet cores were obtained. 
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Dissolution test (release rate) 

Apparatus: Apparatus 2 (USP 23), 100 rpm 
Medium: phosphate buffer pH = 6.8 
Temperature: 37°C 

Quantitative analysis: UV spectrophotometry X det =300 nm) 

Table 6: The percentage of released omeprazol upon dissolution time 



Dissolution time 


The percentage of released 


(min) 


omeprazol 


10 


83.5 


20 


93.2 


30 


95.6 


40 


96.7 



It is evident from the above Table that omeprazol is released from the pellet cores 
according to the requirements for pharmaceutical formulations with controlled release 
of the active substance, which formulations must provide for a quick release of the 
active substance in the small intestine at pH value of 6.8. 

Example 7 

Pellets - novel pharmaceutical formulation with controlled release of active substance 

Pellet cores with the same composition as in Example 6 were prepared in the same 
way as disclosed in Example 6. For the preparation of a gastro-resistant coating of 
1000 g pellet cores the following dried auxiliary substances were necessary: 
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pellet cores 


lOOOg 


hydroxypropylmethy] celllulose phthalate 


150 g 


dibutyl sebacate 


5g 



150 g of dried hydroxypropylmethyl cellulose phthalate (weight loss at drying 0.5%) 
and 5 g of dibutyl sebacate (at most 0.1% water) at room temperature were dissolved 
in a mixture of 1030 g of absolute ethanol (at most 0.2% water) and 1030 g of acetone 
(at most 0.2% water). The obtained solution was sprayed onto the pellet cores in the 
spraying device. The obtained coated pellets were filled into hydroxypropylmethyl 
cellulose capsules. 

Dissolution test (release rate) 

Apparatus: Apparatus 2 (USP 23), 100 rpm 

Medium 1: 2 hours; artificial gastric juice pH 1.2 (500 ml) 

Medium 2: 30 min; phosphate buffer pH = 6.8 (900 ml) 

Temperature: 37°C 

Quantitative analysis: HPLC 

Table 7: The percentage of non-dissolved and released omeprazol upon medium and 
dissolution time, resp. 



Dissolution time 
medium 1 


Percentage of non-dissolved 
omeprazol 


2 hours 


90.9 


Dissolution time 
medium 2 


Percentage of released omeprazol 


10 min 


79.0 


20 min 


82.0 


30 min 


88.6 
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It is evident from the above Table that omeprazol was released from the pellets 
according to the requirements for pharmaceutical formulations with controlled release 
of the active substance, which formulations should by means of a gastro-resistant 
coating prevent the release of the active substance in the acidic gastric medium 
(medium 1) and provide for a quick release of the active substance in the small 
intestine (medium 2). 

Example 8 

Tablet - novel pharmaceutical formulation with controlled release of active substance 

Pellet cores with the same composition as in Example 6 were prepared in the same 
way as disclosed in Example 6. Pellets were prepared according to the same 
composition and procedure as disclosed in Example 7. The prepared coated pellets 
were used for the manufacture of tablets. 

Composition for one tablet: 



pellets 


231 mg 


mannitol 


234 mg 


polyethylene glycol 


25 mg 


magnesium stearate 


10 mg 



To the obtained pellets dried mannitol (weight loss at drying 0.2%), dried poly- 
ethylene glycol (weight loss at drying 0.4%) and dried magnesium stearate (weight 
loss at drying 0.2%) were added and the obtained mixture was homogeneously 
blended. The mixture thus prepared was compressed into tablets in a common tablet 
compressing machine to obtain tablets having a weight of 500 mg. 
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Dissolution test (release rate) 

Apparatus: Apparatus 2 (USP 23), 100 rpm 

Medium 1: 2 hours; artificial gastric juice pH 1.2 (500 ml) 

Medium 2: 30 min; phosphate buffer pH = 6.8 (900 ml) 

Temperature: 37°C 

Quantitative analysis: HPLC 

Table 8: The percentage of non-dissolved and released omeprazol upon medium and 
dissolution time, resp. 



Dissolution time 
medium 1 


Percentage of non-dissolved 
! omeprazol 


2 hours 


91.4 


Dissolution time 
medium 2 


Percentage of released omeprazol 


10 min 


80.4 


20 min 


85.0 


30 min 


90.1 



It is evident from the above Table that omeprazol was released from the tablets 
according to the requirements for pharmaceutical formulations with controlled release 
of the active substance, which formulations should by means of a gastro-resistant 
coating prevent the release of the active substance in acidic gastric medium (medium 
1) and provide for a quick release of the active substance in the small intestine 
(medium 2). 
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Example 9 

Pellets - novel pharmaceutical formulation with controlled release of active substance 

Pellet cores with the same composition as in Example 4 were prepared in the same 
way as disclosed in Example 4. For the preparation of a gastro-resistant coating of 
1000 g of pellet cores the following dried auxiliary substances were necessary: 



pellet cores 


1000 g 


hydroxypropylmethyl cellulose phthalate 


150 g 


dibutyl sebacate 


15 g 



150 g of dried hydroxypropylmethyl cellulose phthalate (weight loss at drying 0.5%) 
and 15 g of dibutyl sebacate (at most 0. 1% water) at room temperature were dissolved 
in a mixture of 1754 g of absolute ethanol and 438 g of acetone. The obtained solution 
was sprayed onto the pellet cores in a fluidized bed granulator. After the completed 
coating process, the pellets of the novel pharmaceutical formulation with controlled 
release were dried in a fluidized bed at the temperature of inlet air of from 30 to 35°C 
until the weight loss at drying was less than 1.0%, preferably less than 0.5% of the 
total weight of the pellets. The obtained coated pellets were filled into capsules or 
bags or compressed into tablets under addition of dried pharmaceutical^ acceptable 
auxiliary substances. 

Dissolution test (release rate) 

Apparatus: Apparatus 2 (USP 23), 100 rpm 

Medium 1 : 2 hours; artificial gastric juice pH 1.2 (500 ml) 

Medium 2: 30 min; phosphate buffer pH = 6.8 (900 ml) 

Temperature: 37°C 

Quantitative analysis: HPLC 
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Table 9: The percentage of non-dissolved and released omeprazol upon medium and 
dissolution time, resp. 



Dissolution time 


Percentage of non-di ssnlvpH 


medium 1 


omeprazol 


2 hours 


95.9 


Dissolution time 


Percentage of released omeprazol 


medium 2 




10 min 


79.0 


20 min 


92.0 


30 min 


93.6 



It is evident from the above Table that omeprazol was released from the pellets 
according to the requirements for pharmaceutical formulations with controlled release 
of the active substance, which formulations should by means of a gastro-resistant 
coating prevent the release of the active substance in acidic gastric medium (medium 
1) and provide for a quick release of the active substance in the small intestine 
(medium 2). 

Example 10 

Pellets - novel pharmaceutical formulation with controlled release of active substance 

Pellet cores with the same composition as in Example 4 were prepared in the same 
way as disclosed in Example 4. For the preparation of a gastro-resistant coating of 
1000 g of pellet cores the following dried auxiliary substances were necessary: 



pellet cores 


lOOOg 


Eudragit 


150 g 


dibutyl sebacate 


22 g 


talc 


15 g 
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150 g of dried Eudragit L 100 (weight loss at drying 0.3%) and .22 g of dibutyl 
sebacate were dissolved at room temperature in 1325 g of absolute ethanol and 15 g of 
talc were dispersed into the solution. The obtained suspension was sprayed onto the 
pellet cores under constant stirring in a fluidized bed granulator. After the completed 
coating process, the pellets of the novel pharmaceutical formulation with controlled 
release were dried in a fluidized bed at the temperature of inlet air of from 30 to 35°C 
until the weight loss at drying was less than 1.0% 5 preferably less than 0.5% of the 
total weight of pellets. The obtained coated pellets were filled into capsules or bags or 
compressed into tablets under addition of dried pharmaceutical^ acceptable auxiliary 
substances. 

Dissolution test (release rate") 

Apparatus: Apparatus 2 (USP 23), 100 rpm 

Medium 1: 2 hours; artificial gastric juice pH 1.2, 500 ml 

Medium 2: 30 min; phosphate buffer pH = 6.8, 900 ml 

Temperature: 37°C 

Quantitative analysis: HPLC 

Table 10: The percentage of non-dissolved and released omeprazol upon medium and 
dissolution time, resp. 



Dissolution time 
medium 1 


Percentage of non-dissolved 
omeprazol 


2 hours 


95.1 


Dissolution time 
medium 2 


Percentage of released omeprazol 


10 min 


51.8 


20 min 


88.3 


30 min 


93.8 
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It is evident from the above Table that omeprazol was released from the pellets 
according to the requirements for pharmaceutical formulations with controlled release 
of the active substance, which formulations should by means of a gastro-resistant 
coating prevent the release of the active substance in acidic gastric medium (medium 
1) and provide for a quick release of the active substance in the small intestine 
(medium 2). 

Example 11 

Pellets - novel pharmaceutical formulation with controlled release of active substance 

Pellet cores with the same composition as in Example 4 were prepared in the same 
way as disclosed in Example 4. For the preparation of an intermediate coating and a 
gastro-resistant coating of 1000 g of pellet cores the following dried auxiliary 
substances were necessary: 



pellet cores 


1000 g 


hydroxypropyl celllulose 


80 g 


polyethylene glycol 6000 


14g 


talc 


7g 


hydroxypropylmethyl cellulose phthalate 


165 g 


dibutyl sebacate 


17g 



80 g of dried hydroxypropyl cellulose (weight loss at drying 0.3%) and 14 g of dried 
polyethylene glycol 6000 (weight loss at drying 0.2%) were dissolved at room 
temperature in 1230 g of absolute ethanol, into the solution 7 g of talc were dispersed 
and the prepared dispersion was sprayed onto the pellet cores in a fluidized bed 
granulator. Onto the pellet cores coated with an intermediate coating, there was 
sprayed a gastro-resistant coating prepared in such a way that 165 g of dried 
hydroxypropylmethyl cellulose phthalate (weight loss at drying 0.4%) and 17 g 
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dibutyl sebacate were dissolved in 1929 g of absolute ethanol and 482 g of acetone. 
After the completed coating process, the pellets of the novel pharmaceutical 
formulation with controlled release were dried in a fluidized bed at the temperature of 
inlet air of from 30 to 35°C until the weight loss at drying was less than 1.0%, 
preferably less than 0.5% of the total weight of the pellets. The obtained coated 
pellets were filled into capsules or bags or compressed into tablets under addition of 
dried pharmaceutically acceptable auxiliary substances. 

Dissolution test (release rate) 

Apparatus: Apparatus 2 (USP 23), 100 rpm 

Medium 1: 2 hours; artificial gastric juice pH 1.2, 500 ml 

Medium 2: 30 min; phosphate buffer pH = 6.8, 900 ml 

Temperature: 37°C 

Quantitative analysis: HPLC 

Table 11: The percentage of non-dissolved and released omeprazol upon medium and 
dissolution time, resp. 



Dissolution time 
medium 1 


Percentage of non-dissolved 
omeprazol 


2 hours 


97.1 


Dissolution time 
medium 2 


Percentage of released omeprazol 


10 min 


88.4 


20 min 


93.4 


30 min 


96.7 



It is evident from the above Table that omeprazol was released from the pellets 
according to the requirements for pharmaceutical formulations with controlled release 
of the active substance, which formulations should by means of a gastro-resistant 
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coating prevent the release of the active substance in acidic gastric medium (medium 
1) and provide for a quick release of the active substance in the small intestine 
(medium 2). 

Example 12 

Pellets - novel pharmaceutical formulation with controlled release of active substance 

Pellet cores with the same composition as in Example 5 were prepared in the same 
way as disclosed in Example 5 . For the preparation of an intermediate coating and a 
gastro-resistant coating of 1000 g of pellet cores the following dried auxiliary 
substances were necessary: 



pellet cores 


1000 g 


hydroxypropyl celllulose 


80 g 


polyethylene glycol 6000 


14 g 


talc 


7g 


Eudragit 


165 g 


dibutyl sebacate 


25 g 


talc 


17g 



An intermediate coating was prepared and applied to the pellet cores in the same way 
as in Example 1 1. A gastro-resistant coating was prepared in such a way that 165 g of 
dried Eudragit L 100 (weight loss at drying 0.3%) were dissolved in 1457 g of 
absolute ethanol, into the obtained solution 25 g of dibutyl sebacate were added 17 g 
of talc were dispersed and the obtained dispersion was sprayed in a fluidized bed 
granulator onto the pellet cores with an intermediate coating. After the completed 
coating process, the pellets of the novel pharmaceutical formulation with controlled 
release were dried in a fluidized bed at the temperature of inlet air of from 30 to 35°C 
until the weight loss at drying was less than 1.0%, preferably less than 0.5% of the 
total weight of pellets. The obtained coated pellets were then dried and filled into 
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capsules or bags or compressed into tablets under addition of dried pharmaceutical^' 
acceptable auxiliary substances. 

Dissolution test (release rate) 

Apparatus: Apparatus 2 (USP 23), 100 rpm 

Medium 1: 2 hours; artificial gastric juice pH 1.2, 500 ml 

Medium 2: 30 min; phosphate buffer pH = 6.8, 900 ml 

Temperature: 37°C 

Quantitative analysis: HPLC 

Table 12: The percentage of non-dissolved and released omeprazol upon medium and 
dissolution time, resp. 



Dissolution time 
medium 1 


Percentage of non-dissolved 
omeprazol 


2 hours 


96.1 


Dissolution time 
medium 2 


Percentage of released omeprazol 


lOmin 


82.5 


20 min 


91.2 


30 min 


94.3 



It is evident from the above Table that omeprazol was released from the pellets 
according to the requirements for pharmaceutical formulations with controlled release 
of the active substance, which formulations should by means of a gastro-resistant 
coating prevent the release of the active substance in acidic gastric medium (medium 
1) and provide for a quick release of the active substance in the small intestine 
(medium 2). 
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Example 13 



Capsule - a combination of omeprazol with clarithromycin 



Composition for one capsule: 




Pellets with the composition as disclosed in Example 9 were prepared in the same way 
as disclosed in Example 9. In an encapsulating machine 250 mg of pellets and 250 mg 
of clarithromycin per capsule were filled into capsules. 
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CLAIMS 

1. A method for stabilizing active substances that are unstable in acidic medium, 
unstable when stored for longer periods of time in the presence of water and at 
the same time sensitive to heating, comprising anhydrous granulation of active 
substances and dried pharmaceutically acceptable auxiliary substances for the 
preparation of pellet cores or granules, which are then either coated with a 
gastro-resistant coating or compressed into tablets under addition of dried 
pharmaceutically acceptable auxiliary substances, which tablets are in further 
procedure coated with a gastro-resistant coating. 

2. A method for stabilizing active substances according to claim 1, characterized 
in that all pharmaceutically acceptable auxiliary substances employed are dried 
before use so that their weight loss at drying is less than 1.0% of the total 
weight of the pharmaceutical auxiliary substance. 

3. A method for stabilizing active substances according to claim 1, characterized 
in that all pharmaceutically acceptable auxiliary substances employed are dried 
before use so that their weight loss at drying is less than 0.5% of the total 
weight of the pharmaceutical auxiliary substance. 

4. A method for stabilizing active substances according to claim 1, characterized 
in that organic solvents used in the process of anhydrous granulation, contain 
less than 0.2% of water. 

5. A method for stabilizing active substances according to claim 1, characterized 
in that the active substance is selected from, but not limited to active substances 
acting as analgesics, anticonvulsants, antiparkinsonics, anaestetics, antibiotics, 
antimalarial agents, antihypertensives, antihistaminics, antipyretics, alpha- 
blockers, alpha-adrenergic agonists, bactericides, bronchial dilators, beta- 
adrenergic stimulants, beta-adrenergic blockers, enzymes, contraceptives, 
cardiovascular active substances, calcium channel inhibitors, proton pump 



WO 99/03453 



PCT/S198/00014 



36 

inhibitors, diuretics, hypnotics, hormones, hyperglycemics, hypoglycemics, 
muscle relaxants and contractors, parasympathomimetics, sedatives, sympatho- 
mimetics, tranquillizers, antimigraine agents, vitamins. 

6. A method for stabilizing active substances according to claim 1, characterized 
in that the active substance is omeprazol. 

7. A method for stabilizing active substances according to claim 1, characterized 
in that the active substance is lansoprazol. 

8. A method for stabilizing active substances according to claim 1, characterized 
in that the active substance is pantoprazol. 

9. Pharmaceutical formulation with controlled release of active substances that are 
unstable in acidic medium, unstable when stored for longer periods of time in 
the presence of water and at the same time sensitive to heating, and of a 
combination of such active substances with other active substances, 
characterized in that it comprises a core containing one or more active 
substances, a binder soluble in organic solvents, a cellulose ether, a surfactant 
and other pharmaceutically acceptable auxiliary substances; and a gastro- 
resistant coating, and between the core and the gastro-resistant coating one or 
more intermediate coatings may be optionally applied. 

10. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the active substance is selected from, 
but not limited to active substances acting as analgesics, anticonvulsants, 
antiparkinsonics, anaestetics, antibiotics, antimalarial agents, antihypertensives, 
antihistamines, antipyretics, alpha-blockers, alpha-adrenergic agonists, 
bactericides, bronchial dilators, beta-adrenergic stimulants, beta-adrenergic 
blockers, enzymes, contraceptives, cardiovascular active substances, calcium 
channel inhibitors, proton pump inhibitors, diuretics, hypnotics, hormones, 
hyperglycemics, hypoglycemics, muscle relaxants and contractors, 
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parasympathomimetics, sedatives, sympathomimetics, tranquillizers, 
antimigraine agents, vitamins. 

11. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the active substance is omeprazol, an 
optically active isomer thereof, d pharmaceutical^ acceptable salt thereof or an 
optically active isomer of said salt. 

12. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the active substance is lansoprazol, 
an optically active isomer thereof, a pharmaceutical^ acceptable salt thereof or 
an optically active isomer of said salt. 

13. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the active substance is pantoprazol, 
an optically active isomer thereof, a pharmaceutically acceptable salt thereof or 
an optically active isomer of said salt. 

14. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the active substance is present in an 
amount of 0.1 to 95.0 wt% with regard to the total weight of the core of the 
pharmaceutical formulation. 

15. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the core of the pharmaceutical 
formulation contains a binder soluble in organic solvents with K value of 10 to 

95. 

16. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the core of the pharmaceutical 
formulation contains a binder soluble in organic solvents with an average 
molecular weight in the range from 2000 g/mole to 1 100000 g/mole. 
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17. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the core of the pharmaceutical 
formulation contains a binder soluble in organic solvents in an amount of 1 to 
30 wt.% with regard to the total weight of the core of the pharmaceutical 
formulation. 

18. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the core of the pharmaceutical 
formulation contains a binder soluble in organic solvents, which is the polymer 
polyvinyl pyrrolidone. 

19. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the core of the pharmaceutical 
formulation contains a cellulose ether in an amount of 2 to 60 wt.% with regard 
to the total weight of the core of the pharmaceutical formulation. 

20. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the core of the pharmaceutical 
formulation contains a cellulose ether selected from the group that comprises, 
but is not limited to methyl cellulose, ethyl cellulose, hydroxyethyl cellulose, 
propyl cellulose, hydroxypropyl cellulose, lower-substituted hydroxypropyl 
cellulose, hydroxypropylmethyl cellulose, carboxymethyl cellulose. 

21. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the core of the pharmaceutical 
formulation contains a cellulose ether, which is a lower-substituted hydroxy- 
propyl cellulose having the content of hydroxypropoxy groups in the range of 5 
to 16%. 

22. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the core of the pharmaceutical 
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formulation contains a surfactant in an amount of 0. 1 to 20.0 wt.% with regard 
to the total weight of the core of the pharmaceutical formulation. 

23. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the core of the pharmaceutical 
formulation contains a surfactant selected from the group, which comprises, but 
is not limited to sodium lauryl sulfate, different types of poloxamers, natural or 
synthetic lecitins, esters of sorbitan and fatty acids, esters of polyoxyethylene 
sorbitan and fatty acids, polyoxyethylated hydrogenated castor oils, 
polyoxyethylene stearates or any combinations of said surfactants. 

24. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the core of the pharmaceutical 
formulation also contains other pharmaceutically acceptable auxiliary 
substances such as one or more fillers, one or more binders, one or more 
disintegrators, one or more glidants, one or more lubricants. 

25. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the gastro-resistant coating is present 
in an amount of 5 to 30 wt.% with regard to the total weight of the core of the 
pharmaceutical formulation. 

26. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the gastro-resistant coating consists 
of cellulose derivatives and other pharmaceutically acceptable auxiliary 
substances. 

27. Pharmaceutical formulation with controlled release of active substances 
according to claim 26, characterized in that the cellulose derivatives are 
selected from the group, which comprises, but is not limited to cellulose 
acetophthalate, hydroxypropyl methyl cellullose phthalate, copolymers of 
metacrylic acid, shellac. 
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28. Pharmaceutical formulation with controlled release of active substances 
according to claim 26, characterized in that the other pharmaceutically 
acceptable auxiliary substances are selected from the group, which comprises, 
but is not limited to polyethylene glycols of different molecular weights, 
triethyl citrate, dibutyl sebacate, tributyl citrate, cetyl alcohol, olive oil or 
castor oil, monoglycerides, talc, Polysorbate 80, pigments, magnesium 
stearate. 

29. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the intermediate coating is present in 
an amount of 0 to 15 wt.% with regard to the total weight of the core of the 
pharmaceutical formulation. 

30. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that the intermediate coating consists of 
cellulose ether polymers. 

31. Pharmaceutical formulation with controlled release of active substances 
according to claim 30, characterized in that the cellulose ether polymers are 
selected from the group, which comprises, but is not limited to 
hydroxypropylmethyl cellulose, hydroxypropyl cellulose, methyl cellulose, 
sodium carboxymethyl cellulose, ethyl cellulose, polivinyl pyrrolidones, vinyl 
pyrrolidone/vinyl acetate copolymer, polymetacrylates. 

32. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that it also contains one or more 
antibiotics. 

33. Pharmaceutical formulation with controlled release of active substances 
according to claim 32, characterized in that the antibiotic is applied as an 
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additional coating to the gastro-resistant coating of the pharmaceutical 
formulation. 

34. Pharmaceutical formulation with controlled release of active substances 
according to claim 32, characterized in that the antibiotic is blended in the form 
of a powder, granules or pellets with the pellets or granules of the 
pharmaceutical formulation and is then filled into capsules or bags or is 
compressed into tablets. 

35. Pharmaceutical formulation with controlled release of active substances 
according to claim 32, characterized in that the antibiotic is selected from the 
group, which comprises, but is not limited to penicillin, ampicillin, amoxicillin, 
erythromycin, azithromycin, clarithromycin, gentamycin, cephalosporins, 
tetracyclines, ciprofloxacin, imipenem. 

36. Pharmaceutical formulation with controlled release of active substances 
according to claim 9, characterized in that it is in the form of capsules or bags 
or tablets. 

37. Process for the preparation of pharmaceutical formulation with controlled 
release of active substances according to claim 9, characterized in that 

a) a dried surfactant is in the process of anhydrous granulation dissolved in 
an organic solvent at room temperature and the obtained solution is 
sprayed in a fluidized bed granulator onto a homogenous powdery 
mixture of active substances, of dried binder soluble in organic solvents, 
of dried cellulose ether and of other dried pharmaceutically acceptable 
auxiliary substances; 

b) the obtained plastic mixture is formed into granules or pellet cores by 
common pharmaceutical technological processes such as extrusion 
method and spheronization method; 

c) the obtained pellet cores or granules are dried in a fluidized bed or in a 
chamber drier at the temperature of inlet air of from 35 to 45 °C until the 
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weight loss at drying is less than 1.0% of the total weight of pellet cores 
or granules; 

d) the dry pellet cores or granules may under addition of dried 
pharmaceutical^ acceptable auxiliary substances be compressed into 
tablets, which are in the further procedure coated with a gastro-resistant 
coating, or dry pellet cores or granules may be coated with a gastro- 
resistant coating and then filled into capsules, bags, or compressed into 
tablets under addition of dried pharmaceutical^ acceptable auxiliary 
substances; and between the pellet core or granules and the gastro- 
resistant coating also one or more intermediate coatings may be 
optionally applied. 

38. Process for the preparation of pharmaceutical formulation with controlled 
release of active substances according to claim 37c, characterized in that pellet 
cores or granules are dried in a fluidized bed or in a chamber drier at the 
temperature of inlet air of from 35 to 45 °C until the weight loss at drying is less 
than 0.5% of the total weight of pellet cores or granules. 

39. Process for the preparation of pharmaceutical formulation with controlled 
release of active substances according to claim 37d, characterized in that after 
the completed process of coating with the gastro-resistant coating and 
optionally with an intermediate coating the pellets are dried in a fluidized bed 
at the temperature of inlet air of from 30 to 35°C until the weight loss at drying 
is less than 1.0% of the total pellet weight. 

40. Process for the preparation of pharmaceutical formulation with controlled 
rel ease of active substances according to claim 37d, characterized in that after 
the completed process of coating with the gastro-resistant coating and 
optionally with an intermediate coating the pellets are dried in a fluidized bed 
at the temperature of inlet air of from 30 to 35°C until the weight loss at drying 
is less than 0.5% of the total pellet weight. 
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41. Process for the preparation of pharmaceutical formulation with controlled 
release of active substances according to claim 37, characterized in that all 
pharmaceutically acceptable auxiliary substances employed are dried before 
use so that their weight loss at drying is less than 1.0% of the total weight of 
the pharmaceutical auxiliary substance. 

42. Process for the preparation of pharmaceutical formulation with controlled 
release of active substances according to claim 37, characterized in that all 
pharmaceutically acceptable auxiliary substances employed are dried before 
use so that their weight loss at drying is less than 0.5% of the total weight of 
the pharmaceutical auxiliary substance. 

43. Process for the preparation of pharmaceutical formulation with controlled 
release of active substances according to claim 37, characterized in that organic 
solvents used in the process of anhydrous granulation contain less than 0.2% of 
water. 

44. Process for the preparation of pharmaceutical formulation with controlled 
release of active substances according to claim 37, characterized in that the 
organic solvent in the process of anhydrous granulation is selected from the 
group of alcohols, ketones, esters, ethers, aliphatic hydrocarbons, halogenated 
hydrocarbons, cycloaliphatic, aromatic, heterocyclic solvents or mixtures 
thereof. 



INTERNATIONAL SEARCH REPORT 



Inter ;nal Application No 

PCT/SI 98/00014 



A. CLASSIFICATION OF SUBJECT MATTER , 

IPC 6 A61K9/50 A61K9/16 A61K9/20 A61K31/415 A61K31/44 
A61K31/435 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 6 A61K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category • 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 


EP 0 496 437 A (HAESSLE AB) 29 July 1992 
see page 7 - page 8; example 2 


9-11, 

14-17, 

19-36 


X 


WO 83 03756 A (ROUSSEL UCLAF) 
10 November 1983 

see page 5 - page 6; examples 1,2 


1-5,9, 
10, 

14-17, 
19-21, 
24-27,36 


X 


W0 96 24375 A (ASTRA AB ;DEPUI HELENE 
(SE); R0SINSKI ADAM (SE)) 15 August 1996 
see page 8 

see page 21 - page 25; examples 1,2 

-/- 


9-36 



Further documents are listed in the continuation of box C. 



Patent family members are listed in annex. 



• Special categories of cited documents : 

"A" document defining the general state of the art which is not 
considered to be of particular relevance 

"E" earlier document but published on or after the international 
filing date 

"L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 



"T" later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 

4 December 1998 


Date of mailing of the international search report 

21/12/1998 


Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patentlaan 2 
NL - 2280 HV Rijswijk 
Tel. (+31-70) 340-2040. Tx. 31 651 epo nl. 
Fax: (+31-70) 340-3016 


Authori2ed officer 

Boulois, D 



Form PCT/1SA/210 (second sheet) (July 1892) 



page 1 of 2 



INTERNATIONAL SEARCH REPORT 



Inten <nal Application No 

PCT/SI 98/00014 



C.(Contfnuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



EP 0 519 365 A (BYK GULDEN LOMBERG CHEM 
FAB) 23 December 1992 

see page 2, line 39 - page 3, line 9 

see page 4, line 34 - page 5, line 5 

EP 0 391 374 A (POLI IND CHIMICA SPA) 

10 October 1990 

see page 7; example 1 

see page 3, line 47 - page 4, line 35 

EP 0 277 741 A (TAKEDA CHEMICAL INDUSTRIES 
LTD) 10 August 1988 
see page 4; example 1 

AMER. PHARM. ASSOC.; PHARM. S0C. OF GREAT 
BRITAIN: "Handbook of Pharmaceutical 
Excipients" 

1986 , AMERICAN PHARMACEUTICAL ASSOC. , 
WASHINGTON XP002086728 153140 
see page 135 
see page 139 
see page 236 



1-5,8 



1-8 



1-44 



Form PCT7ISA/210 (continuation of second sheet) (July 1992) 



page 2 of 2 



INTERNATIONAL SEARCH REPORT 



Intoi national application No. 

PCT/SI 98/00014 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) forthe following reasons: 



1. |_XJ Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 

See FURTHER INFORMATION SHEET PCT/ISA/210 



2. Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 



3. 1 1 Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box II Observations where unity of invention is iacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1. PI As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
1 — 1 searchable claims. 

2. [^] As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 



3. | | As only some of the required additional search fees were timety paid by the applicant, this International Search Report 
1 — 1 covers only those claims for which fees were paid, specifically claims Nos.: 



I I No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in theclaims; it is covered by claims Nos.: 



Remark on Protest Q The additional search fees were accompanied by the applicant's protest. 

[ | No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1))(July 1992) 



INTERNATIONAL SEARCH REPORT 

information on patent family members 



Inter. >nal Application No 

PCT/SI 98/00014 



Patent document 




Publication 




Patent family 




Publication 


cited in search report 




date 




member(s) 




date 


EP 0496437 


A 


29-07-1992 


GB 


2189698 


A 


04-11-1987 






SG 


154294 


G 


17-03-1995 






GR 


3020734 


T 


30-11-1996 






LV 


5760 


A 


20-12-1996 






AR 


240250 


A 


30-03-1990 






AT 


140387 


T 


15-08-1996 






AU 


601974 


B 


27-09-1990 






AU 


7191287 


A 


05-11-1987 






CA 


1292693 


A 


03-12-1991 






CN 


1020852 


B 


26-05-1993 






CY 


1810 


A 


20-10-1995 






DD 


273197 


A 


08-11-1989 






DE 


3751860 


D 


22-08-1996 






DE 


3751860 


T 


21-11-1996 






DE 


3783394 


A 


18-02-1993 






DK 


215887 


A 


31-10-1987 






EP 


0247983 


A 


02-12-1987 






EP 


0567201 


A 


27-10-1993 






ES 


2006457 


T 


01-01-1994 






ES 


2091971 


T 


16-11-1996 






FI 


871913 


A,B, 


31-10-1987 






GR 


89300058 


T 


22-06-1989 






GR 


3007434 


T 


30-07-1993 






HK 


52897 


A 


02-05-1997 






HK 


135294 


A 


09-12-1994 






HR 


920854 


A 


31-10-1994 






IE 


61416 


B 


02-11-1994 






JP 


1863556 


C 


08-08-1994 






JP 


62258320 


A 


10-11-1987 






JP 


2740993 


B 


15-04-1998 






JP 


5294831 


A 


09-11-1993 






LT 


1683 


A,B 


25-07-1995 






LV 


10357 


A 


20-02-1995 






LV 


10357 


B 


20-04-1996 






NO 


174239 


B 


27-12-1993 






PH 


25701 


A 


18-09-1991 






DT 
PT 


84785 


B 


29-12-1995 






SI 


8710681 


A 


31-10-1996 






SU 


1820837 


A 


07-06-1993 






RU 


2095054 


C 


10-11-1997 






US 


4786505 


A 


22-11-1987 


WO 8303756 


A 


10-11-1983 


FR 


2525474 


A 


28-10-1983 






OA 


7621 


A 


31-03-1985 






US 


4478819 A 


23-10-1984 


W0 9624375 


A 


15-08-1996 


AU 


689372 


B 


26-03-1998 






AU 


4682296 


A 


27-08-1996 






BR 


9605111 


A 


07-10-1997 






CA 


2186039 


A 


15-08-1996 






CN 


1148344 


A 


23-04-1997 






CZ 


9602931 


A 


12-11-1997 






EP 


0754061 


A 


22-01-1997 






FI 


963984 


A 


04-10-1996 






HR 


960032 


A 


31-10-1997 






HU 


9603064 


A 


28-08-1997 






JP 


9511767 


T 


25-11-1997 






NO 


964212 


A 


04-10-1996 



Fom> PCT/ISA£10 (patent tamDy annex) (July 1992) 



page 1 of 2 



INTERNATIONAL SEARCH REPORT 

information on patent family members 



Inten nat Application No 

PCT/SI 98/00014 



Patent document 




Publication 




Patent family 




Publication 


cited in search report 




date 




members) 




date 


WO 9624375 


A 


NZ 


301408 A 


28-07-1998 






PL 


316684 A 


03-02-1997 






SK 


126096 A 


07-05-1997 


EP 0519365 


A 


23-12-1992 


AT 


1 AAA'X A 


T 
1 


15-11-1996 






AU 




D 
D 


13-11-1997 






AU 


1 07dAQ9 

iy mo^L. 


A 

Hi 


12-01-1993 






BG 


oi/yo 


D 
D 


30-06-1998 






BG 


QQOQA 

yozoo 


a 

A 


15-08-1994 






CA 


ziuyoy/ 


A 

A 


23-12-1992 






CN 


lUO/oUy 


A D 
A,D 


13-01-1993 






CZ 


yiuz/o4 


A 

A 


13-07-1994 






DE 


4Z19390 


A 


24-12-1992 






DE 


cnoniyi oo 

59Z07438 


D 


28-11-1996 






DK 


589981 


T 


17-03-1997 






WO 


9ZZZZ84 


A 

A 


23-12-1992 






EP 


0589981 


A 


06-04-1994 1 






ES 


Z096080 


T 


01-03-1997 ! 






FI 


935677 


A 

A 


16-12-1993 






GR 


3022154 


T 


31-03-1997 






HR 


920162 


A 


31-08-1996 






IE 


77640 


B 


31-12-1997 






IL 


102096 


A 


18-06-1996 






JP 


6508118 


T 


14-09-1994 






LV 


11982 


A 


20-03-1998 






LV 


11982 


B 


20-09-1998 






MX 


9202961 


A 


01-02-1993 






MA 
NU 


934648 


A 


16-12-1993 






NZ 


243147 


A 


21-12-1995 






PL 


169951 


B 


30-09-1996 






RU 


2089180 


C 


10-09-1997 






SK 


128793 


A 


08-06-1994 


EP 0391374 


A 


10-10-1990 


AT 


114968 T 


15-12-1994 






DD 


293961 


B 


10-11-1994 






DE 


69014691 


D 


19-01-1995 






nr 
Ut 


69014691 


T 


on n a i nnc 

20-04-1995 






DK 


391374 T 


24-04-1995 






ES 


2029776 


T 


01-02-1995 






GR 


90300172 T 


27-09-1991 






US 


5066495 A 


19-11-1991 


EP 0277741 


A 


10-08-1988 


AT 


150963 


T 




15-04-1997 






CA 


1312548 


A 


12-01-1993 






DE 


3855852 


D 


07-05-1997 






DE 


3855852 


T 


17-07-1997 






DE 


3874360 


A 


15-10-1992 






EP 


0475536 


A 


18-03-1992 






ES 


2052697 


T 


16-07-1994 






ES 


2099130 


T 


16-05-1997 






GR 


3006170 


T 


21-06-1993 






GR 


3023599 


T 


29-08-1997 






.IP 

UT 


8032625 


B 


OQ-ITl-l QQfi 






OP 


63301816 


A 


08-12-1988 






KR 


9605138 


B 


22-04-1996 






US 


5026560 


A 


25-06-1991 






US 


5516531 


A 


14-05-1996 



Form PCT/ISA&10 (patent family annex) (Juty 1992) 



page 2 of 2 



